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(54) Title: RECEPTOR CONJUGATES FOR TARGETING DRUGS AND OTHER AGENTS 

FLOWCHART RECEPTOR DRUG SYNTHESIS 

(57) Abstract 



A variety of conjugates, comprising at least 

one agent coupled to at least one receptor which 
binds a microorganism, are provided. Preferred ISQLAII0N 
agents include anti-infectives, such as antibiotics and 
synthetic drugs. Uses of the conjugates include as in 
vitro inhibitors and as therapeutic agents, e.g., for the 
treatment of infections due to pathogenic microor- 
ganisms. 
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91 E«©tt6*o 

10. LTffiffltif:*©, I - 9 ©orn*> I -ali 

11. *«#£«ncJ:S*fc£0fc*tefcm*T*ffl*-* A:*©, Eft 

12. £fc*«8i2«fc*%#Wtt*0*£4Jj Hr7*-tt*{*±*tt 
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IS. giJE©fi<*J&< 'J rtV-AT**, W#9U4Elfc©:&HE. 



33 US* 

HMO** tttt«£4fcff<]©, AtflctttdKfrHltft'MclJi 

#'>©nf*ffl*#-r *a«Eo^*ToffiH 



«*.tCf*&A«fttr. 

If* L^tt«flk«tt, ft±*ft* 6£*«*i,fct> f X^o.r K** 
< i fel o<Off!8)W**t, 



4t>l o©ftEfijJW*<tf>tt < t fcl -3 0tt&fe«U*7 5'-&tt* 
lctf43n/:aiKttlcJ;*. U * :T J: r; , 

t^lB»*-©*ttl)RO»9^«'h ICS) it *n*. 
tt^©*&«J<01Bttii *Vttm<0 9- t LT*ttT ft £. 

( "fcittUrr*-" ) (i, »tttt*fcil*«!>«7Mbtt 
tfcli* Jtfcfcli**?'* K* £ t; C £ *<t? ft S„ * 



*t«¥6-511466 (3) 

£«fcftKMiaLfcl/<tr;r*-*/:ti*©-«iK * J: Cf Hf 7 9 

K*£*lKtt6T&4. «£«n^Ott^012«^il^ U 

2 & ± © * *« £ *< w * ( f nt 7k < t « c iq © * -5 * n - © x tr h 

* — .eaftttttM6lcJs0, «£ttttlc*fcLTl>*. *<© 
*Jfe«B©»»K Hr 7* - ^©lft$tt, -«lC«Q.02-0.2vf * 

4„ , X}l/rFSyU'ii -*-x(streptococc 

ui pneunonlieXCO^TtfttO. 03* g ©EJEft7J'7i3 -Gil ( JC J: 
9 tUM/3'<H-' fcfa y (BeJIcob 

acter pylori) li^O. 1 m © fflfcft U Hr 7 * A . 

»£«©H?7 t*«*£ft*tttt«tci:9TI £«IS^£« 
Kt?*4. flAtf, »»«UKtrlMon£ J: 0 ft** 6 tifz^m(Utt 
h, Bnimol. 138: 212-219. 1887) ic J; 0 fll « * * . MttSX. 
tf. #ftl*fcii*l!f&*l «lUJ:0*«Wtt-eMt&U *LT*Sdi 

**a**ic7** y awa, was*:; 



U IC . ft*WtiJ:r// 4 fc«»*ttttKfc *att«*ttffi IT, 

el »!.. Proc. Kttl. Ac»d. SO. USA 85: 5157-6161. 1988). * 
ffltcmitX, 73'/^7->7P-C»,i3j:tf7 i /7D-cy.t, 9 > 

jB^^r y*^ k^625 bm k.so- +-caor 1.5l»m«>ftl4c^M 

lt*L, aS«3** o cnh;UA/ tK(60:30:4. 5, * 

CISWL. *LTt7rfi J' 7* G-25A 5 A ^ o T h 

et it,, Blochemlitry 2: 1259-1263. 1983)« 7 3i'/V7'/7a 
-CMi tJ * tf7 '✓TO -CMi*, DBAB-tr 7r 0-*<!>^7A?07 h 
/57^ -K)M7TmW?Y 'J #i/K*&»»L, »»ffliL 
T^pd*;^/ *(75:18:2.5, #*/ tffl 

^/t»Wi^ 'J»r;V 07*1/- h£T<Dl«j|fi >D7K97^ 
-IC± 0 $ fcKttttLfc (Youn* ct tl.. Meth. Bniymol. 136: 
125*132, 1987). 0. 2**? o = - ^ tt 7^ h V if 0. I U ft 

KttWttCpH 5.0)*Tr37'C-C381%M'>'-/»A^ - if 1 ? h is * - 
tf<0.5 *tt/Dl)*ffl^T7 V7 D-Cy.*ffl<hUlv 7^7d-CM, 
*»fc. ttttOtftett&ftJW*, *n^n*7 77*7 ? XC-25*3 
J;tf DEAE- t7TO-^/l7i.?07h/77 4- C)»^7**l 



9 - 3£ ft B*(D-»i;«t h ±I£tfrft& nflllc, «AtfjlCtfWL 

*y- . *fcW*tf rf- «HfeJ:c;>7/I/»*dl»JH4i L 

Tttffl-^e. 7/-7-^ J c<oattic«ttfl:Lfc*o»»*tfie*3 

*ffl^T**t* ft^^ttcOVfttt, ±E©RI-OlillS«!rSt4 

W^ti. R>ti*+ cottttiC J:*^ 'J 3 f K^lfiTO, fitted 
«)4iT»4. CCOJ: -5 Wither 7*>4btt, BtttRW^, 

7*h-f£f-h*iJ;tf*^HXf^Tft4, R»(C, d (D ft 
M*ir«J3 Lrffifflf R.fiJElTfcKtt 

itt#ttrii«:t U8i. 3 #Bc9sj*etttLra, R,fjft& 



7**/K *Vi>/K *V '/a- hfc *V7 -tr * -/VT!*5. £ 
t*< o^O^fllit, ^ y □ i/ K6*KttaUR& JUKI-*/; 

S*r;l*arifeST*-*Tfe J:^. 3'/W*^'J a V/u 

£*Eii*stii«&H*jawK*iHr4C£ic*o , cn**a 

(*H&T*&) 
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ft£ttl Hr7*-<0&©tt*fiVi*l£ OTttft©fl-*A<**ft 
£ • ^U^ha??****?*- /Vv v * (Cryp tococcus 
neoformni). ft > » ? * 7 A> V 1l > A (Candida albicans) £ 

ff5t£ffi£"**S (Jlaenei-Lucho et al.. Infect, and Icaun. 58: 
2085-2090), *AILfc? * (• f A"tr 7 5 Ktfclfc©? ? h i/>Hr 

-TsfyA-K-rjvT-tt) # |f^ 7 -f37?X7 (IfycopUaaa 
pneumoniae) II T *■ K *s i CJf fia © ttttftttllt R (Krlraa 
et al. . J, Biol. Chei. 264: 0283-9288. 1089) t3 XV 's 7 V A* 
\tn9>>*9% (Robert! et el.. J. Biol. Chen. 264 :8288- 
9293, 1980) l=**ttu:ia&-rf-e. ttttftttBKfi Krivan & tC 
J: DEIlSn* J: -J tcHM**** ffllWi:A*r*i («;tl*T 
Svpelco tt) . isi»tc, VT 'J It t* RobertiStc 

(Well et el.. Nature 333: 426-431. 1966), d * ■> -f ;u X 
tt^7* VrfUBROr'/ro-CM, ^R^Kffidti 
(WUloughby et tl., J. Virol. 64 :4830-4885, 1990) Q 

fptt < i fe i aoa&u&urT'*- leaner, *»w<oa6{4c 



ff* Lvtfrmffli*ftft&ti<ott>u* w*if«0aa±«BicJt4«fc 
ffi<»te*ii*»'itt£ttB<f>ais*«T**<, ftattttfcaiffli 

LTri;/'J3'/K, # <J S + V V, X/P* V7 5 K, / ho 

ofcT/U-p*6. Rft«tttt*«*]i::«7V7*-7 L y>VB* -X 
* * Vfc* 5 — 7 A* d v hi/ Vj6<£*n*. ft* fltt|ft«F£ 

^#-Tli«<AIHr7-;- (o*»3. «te*tt<Of*ffl»IC«f 

i* (drof tsrgetlni systen>*»{tt r S b ©r* * o tfz, mm 
«> W^taTU-trr^-lctt^ LT^^^««#(0i!>»O^t»^ 

(Verhole I i a pet tieaocrinliOO J: 'ilflf* »^F- Kttfc S * 4 i 



® ftlttt&*<lff KftO * ft £ 'I 6. 

»ia6<ft-,ro*i:#itor«fiT**. «/.if, -^crw*/: 

>o«^ticj;4tt*tt<ott**aa-r4yt>!>ic, u-try^ 
-*^««^&9f*at-x^-^-tfca«iL'5*, 0 va- 
st***. fta**u***>-±©B»s©fcMJ6tt*«»r 

ftfflJW©tfH8S«Dffiffl fcHr«8l=tt*^*9. MAIf, a/Wi*C+v 



»#litiW^^«6^. * * 7*0 >/liWX\tf7 £ AyWiK 

+ x*7b m fci*ttftflft*<twatt* jtlt 

ft -5 C £A<T* 4. COii tt#ttt**MiKLTU 
40. PUtf Rodvell&fC J:«*OI4ftft 4. 671. 8584 

*<5 5ttAA<*4 6li&tt, MfiBTtttt, WX.If^.«5MfiBJtS^ 'J 

if, Spltlor KJ:4*B*It« 4,489,7104) . 7clC*£fctttt 

<«AI*, Senter^tc* 4.625.0144) . 

B0M*ft:L*:7 i ✓ ttONg <Z>ft*£ff Kohn* IC J; S * 

nttfrft 4, 638, 045^) . iii m a t^r * $ a ^ $ n s & 

(WAtf* Rodwell & ic J: 4 * IB ♦> ft* 4,671. 9584) , is J: 0 
»K*t>JttttSft4to*a» CW*if, BlattlerfcKJ; ft*Stt 
»ft 4.560. 7894) (C J; *NJK*<*l7'£ft4. 

V>«6-5. AiJttfllTli. £tt©ftfflJW#^£ 1 o(Ol/-fe7*- 
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Kato6(Cfc*#fflt$f!Fft 4.507. 2344) <D «fc $ * >>< 7 K . * 

WK» 4. 899. 7844) <0 J: •> 'X£«flfi<* 6. 

fcHWIlFft 4,429.0084*? J: JB] ft 4.873.0884) C £ 4 « f>« 

Kttli)6<CCUfc*fflSn*« 1 £U:<DftfflJ|v*ttAL 

t^4 (fttfcfc, >J # y — fiBicMiS UT V> * ) >J * 

y - a* ic* fit© nr**> * $ #it^ h cwawt. 
y *v -i*n<o*ir*a*i&*ftT<,»*) t*6#*Ha** :i*< 
7**vy>, ^ps;-/-**j;tf/ 

CM, ^fr'^V-AT**. 



W^fiB t LT X9 Atttfefll. /?AHIttfl|. ttfttttM. XfcTo 
« 3/<?*y 7* *tfactt«j5<*tf£ft.*. ftfttttt* 
^;i/7(:iiRNAftiffDNA7^^X, W Jl If >\ A* *< X . * 
h>^P^-f;WX, Y>7/VX>1T, ffFJftO-fA/X. RSV, H 

7fX? CM. pneusonUeK M. *tf-X («. hoilnoi) , 

x>h*x/< (entoioebs)) jBAtfttA 

<C ( trachomatis) -7 5 i i^7 (C. pgltticl), C. 

i*-*-* (C. pneuioni8e)(TVAR), tf * v *7«fc J: 9 



file. *?ewtt^*osttffi^a»(i*** iks&fcOtto. i - 

l*£*0&3>Ift vivo WJtfCJt-^^TftSSnj: -io ^^&^r& 
ttti*/hHaih»aE (MIC) &J:c;ft'M*fttt0E (MBO Ofl 
&«rfttf. M I COBHaii, WAt^^ In rttroT?WfeO«i«5«> 

it«^i&iiir«oic£s^^efiM<D«iK*^uft'>««^^£^ 

ft ft ft. 6. *IBSftrc*m*<7*^ B 7--rt" 3i7N-'7*- 

& (National CoDDittee for Clinical Laboratory Standards, 

Wnxf KNCCLS tfiJSStt J47-T2, Vlllanova, PA:NCCLS, 

1988 ) . In vivo TO Hr7 ^ -I«OJ»»W'i«j81tft«) 



tl'J (N*tlonil Coiilttia for CMnlcil Ubontorr 
Stindirdi, rj(timeBIKil©^ttttJ , «**nfc*M K 5 •< 
V. NCCLS M2I-P, Viiltnori. PArNCCLS, 1088 ) . 

BJTft£» Cn&oar&ttt^T, 48f*0«^«Ji!)^|E 

7 C + i" U > <i l» ft S Ifl * ft (Streptococcal 
pncuBonlte) <0*tt»*ttX 6«0-C, Wft<Z>ffc*lc U 7 * + is 'J > 

**>"JV*7J/7a-GM, * V <*<0&7Mt*lta*<* 
fc»6n49* rf/Ht3i F-7Hf 'J^BIIft^ *i J; 
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ft 1 

r>*w> b mum Aa ut$) 

CiESClCti ■>rort»- to* ) 

ryew/mm mnstaz i>-tii mm 

*»»<mv »uf7 iu-tm is a 

r£&¥ttNS3ttj cl^lffli. in vUo ft £cMn vltro^fl 



Emu 

7i/To -QM2- 7 * * > 'J > <P « B 
A. 7 ^7n-GH.- * 'J J»g)gB 

fC Off) T SI*«UZ Btt^- + > - 

4 1 fcjfetf-CEtttfc. BH;orh/97^-li, £lT<3»tii 
»tfflK«i";*y^eOF, (< DtriiUdt. PRC) 
■CffV-»/S: A. »tt£f/^ : fttt : J< * ; - : jK 4sa 
: 3 : 2 , B, ;pd*;I/A ; > * 10:5:1 
C, ?av*/l>l>:/9S-/U:fr 1 1 : 9 : 2 , Xtf * Hi 

5 Xtttt*ttK*&9 AA<-rc tic XWVUt Lfe. •> 'J AVA 
^nvh^^7>f-«,»a»D<Ott[4fc>f-U>:t»jy> 5 

U f * 10 : 5:3 : 1 : 1 1^ T h 1/ * £ * > A S i 

6 0 A , 20-*45MY(7ia>tt, Dan?en, Ut. 01923, 
S.A.) *ffi^TlT-9te. U VP/ M7!)»^» (trtf 
lie add) 1 o xyxf ^t^tf I 
MtU. *tt»nUil*At*ft&ff£WLT*;tK 

p-> f 3,4,6- h <J -0-P-? d o^>y^-Z-ft*i/ 

-2-7 i KM-f-Jf-jS-D-dr* J 1 Hf 9 y f K (I) : 

tJV V >/ h !J x*/U7 5 > 1 : I (200 Bl) <P<09-/ 7*7 
i> K -3,4.6- V 'J o o ^ > -V ^-2-^^ + > -1- 



f*'0-l-if?t hVl/isY (5.00 f) ©«#S*fcMlCT 

■KJtttffc, fctc. ■ **»tt«ffcftL <*LT. * <t > * U > . 
C100 ■)) (3.0 g ) *»toLfc. CflDfflfrft 

4r-*tt#tfc. h/Vxy (100 il) 4>Oik*ftK (50 ■ 

1 ) *«5ftlLfc. 2«HBJ{fc. * (SO Bl ) Zmitz. 

»&n/;>Pry*J/lO h/Vxy/ftBx*/HcT* d^I- 
7 5 7 * -fcjMtfc. *£ttH$>*i>xf-/Ux-^*/^y** 
* >*£ttftft LT, Klfrtt ( 1 ) (3. B9 i, B7.S ») , MA63 
-70*C, [a] „ +70.1* (c 1.0 9 V a *tVU) J&<(#£ftfc 0 

xf-/U 4-0- $ -ti ? 9 J is/U'l-f-yt-p-Q-rA,*}??; 

> K ( 2 ) : 

* -5 ? h-X^/U7*^-h (50 |> , x* n, (0.9 

f . 822 ml) #J;tf200 ■ KOJfcTfcCHtCl.CDS^ttlc BF./Bt,0 < 
8.5 g . 7.3 ot) ^atacTflDAfc. 2*N!tt« TLC ( h tV* 
>/»ttx* IV 2/3) lt*tllU£<D8.Jti*w&t£*ioitz, m 
*flf*tt500 *\tO I M<DNaQH£* 

i-«»**r >« ^ y - (150 mi) ±t/. &ii > * / - 

;U*0NaOMe (10 nl , 0. 5 U ) *JpjU *©»#tt*3t&r- 
fttt^Lftio TLC (Bttx^^/ftB// * y -/U/* 1 2 
Z3/3/3) U0.41OR f Do»ex (50» 

(300 a() 6>^m*$flL/:« tt*16.4 g> 66 HA191 -19 
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2 V* 

x** 4-0- <4.8-0-'<>i> !l ¥ >~*-D-tf ? ? h 9 ✓ ^/U) 
-1-*-^-^ -D-r^3 tfW 1/ K (S) : 

(2) (3.00 I) i^VXT^f t K (30 si ) <0fi6«* 1 
L ft:, &(C* ifttt (30 Bl.) tin*.. 

* (400 id i£fti««, utraat, bik*«jril, zntmmi 

9 J -A, (50 al ) lc»j*Lft:. fifJVx- 
(25 nl ) *ta*.tz* -Rttatttttft (3.00 g, 84 I) , 24 
0 -242 *C, Ca] ■ -49.3* *<»*nft:, 

xf-* 4-0- (4. 8-0-^^i> >J >-2. 3- -0-p-£ o 

5 -D-/f 5 ? h fcT? J WU-2.3.6- h -<)-p-* no* \s >J /Wl-f- 

*-0-D-^*3 tf? / ^ K < 4 > : 

DMF (50 bI > *om<fcp-^aa^v^yUC3.0iil) tficf 
**<t+- h 'J •> A (1.4 g ) ICJiifltn a*TT©'(3) (2. 
00 f) <0*J»li, TLC ( h/VXV/WKif-yl/ 4/1 , Rf 0 
.39 ) 1?»-(0^>«» h44*fc, H /l/x>£ l M«»±*£0 
ra^Efe^C/y^DDy* >/«tfi|xf-/l,/^ y *7 * 
^ttftffcti, 3.57 g<D ( 4 ) , 77 I, «*179 -183 ^, [a] p 
+ 10.9' (c 1.0. ^optfwUZO **;tfc. 

xf-yV 4-0- (8-0-^ > i>JU-2, 3- £>-0-p- ^so*:/?*- 0 
-0- #9 9 YU? J irtu) -2, 3,8- ^ y -0-p- ^ a p^> 



- ft- 5 J f K (5 ) i 

*U + *5-->-r3Jl (600 B£) tAtfTH F (10 al ) * 
OttgW (4) (100 oi) ^£aTB*TfCNiCKBH, (100 a g) 
*»J:C;hcI (^f /U^-f-^^-Cttftl) IC*-*TE*0J;5 Ic 
flatfc, 2Bfc|B!a % TLC ( h^x>/ft«jif.^ 4/U 
8f 0.55 ) Itm&UR&tffi Ltz» «^tttit«Ls ^ a a / 
^>i«tt**^ h 'J •> At*i0Mir#EUft o ttfrtt (5) 
(82 ag s 82 )f) ttjftlST -139 X. {a] o +25.6* UfiyiSEx 

2- (p-x h o 7 *x;U) if-yP 4-0- (6-0-K > 3-y-0-p 
a o y A/-iS -0- ^7 9 b \*1 J is A,) -2,3.8- h »J -0-p- 
? d o^y f/lz-fl tf^ J V K ( 6 ) : 

mil/l-ls's (20 Bl ) <p<D ( 5 ) (500 Bg) Q$tt*||* ( 
50 w) tJ *CF* A 5 - ix- y 4 A (5.0 t> ) *ffi^T 0 *C 
TJJtf? Ltt*< ^KiaL/t, 3 O^ttC, TLC (hA'Xv/ftft 

xf-/w 4/i) «iii»mw*<»-9Ti»av»ci:*^u, a*ro 

***2*OS'?a^ + 't:>T#WLfc, H * *BB ft *J J: 0 1C 
IC«^tt«<&, *ft^f-U> (10 Bl ) *©2- (4-x hD7xX 
/lO - x^ /-/I/ (300 ig) *Jj:^JfrC<ffittifcLfctt^t«» ( 
5.0 g ) ©«ttlffi6*»<*'KttA? «J-tiTtfc, 2 S 
&«t*ft> f P VT*fc L, ttilt, **ii:Cf 1 MC0««Ttt 
*C ft»L, *«ILfc e l»t^nfc o y 7**^ V t 9 if V/B> 
Stxf-;p l/lt;oTFy57^-i;Hfc. Rf 0.53 OK 
»^ta«*dCW^**#i> »«t/: (340 Bg. 62 I) . NMR 



^W«cn4<@«cD (6) TA$Ct*335Lfc ft (6) ©ISflk 
UkAllO -112 tTs [a] , +22.8* « s -^x^/Ui-^yU/^ 

Z-(p-x H a 7 * x;U) xf-^ 4-0-(3, 4. 8- b «> -0-p- 9 a a *C > 
y^-2-f*^* >-2-7 ^ /H- 5 K-£-D-#5 ? Mf5y >yU) 1- 

•9 y i/>U) -2,3,6-h y-0-p-^a o ^ ^ i; -D- ^/l^ 3 ^ 3 y 
2/ K ( 7 ) : 

A (ioo ig) *dtr«*fflft> f-i/ ^ 
(5.0 si) (6 ) (71 Bg v 1 en) * + '/ 3 

K ( 1 ) (SB og , 1.2 eq) <0^?fr»ttU. S0.C I ,/H0Tf K « 
(0.30 ■( . 5 eq) *ft*T*CS^Ltt*<^aAfc. »fcto*2 

«ima«iL, -toiuifciaat i o-c*r±i/fc. kk, ey v> 
(ioo ) «$£ol, «^tt*afiraf i i#M*#Lfc. 

ffl^tttitia ft»xf-/v<!:j«fir7K«^ h V •> A^»ttfOtc» 
EL. UgSOi J:TKii$ »*L^. h > /Wfil x /WT? 
e)vy^r/k?n-7h/97^-iftlC59 %<0 (7) *<» 

2- (p-- > o 7 * x;u) ifyv 4-0- (3, 4, 8- h 'J -0-p-^ a a *C 
>y;U-2-7<r h 7 C K-2- r * + *> - 0 -D-tf 5 ^ h tTf y 
-4-0- (O-O-'O y /V-2 r 3->»-0-p-^ d oK>^yU-i5-0-^^ 
h e -5 / ^ jU) -2, 3, 6- h V -0-p- ? oo^y^-J-O-^st 
5 / ^ K ( 8 ) : 

h^xv/9 5«x^y-yu, l/l 0 (10 il ) *<!>H« 



( 7 ) (400 ig) + Kt K9 4>V*«0! (0.9 ■!) & 

.fctfBR (0.2 nl) jH6«J*-ft*»U IM 

tt«/t«;y> 1/1 (S il)T3 0j)|9I$fiTftIlfc. I 
mts h^xi/i*ioni)i:^EL, fc»L (UeSO, ) , IML 

/i-e^g*y^^p^h^57<f-jc*wt/i (Rf o. 36 ) „ s 

S«B»*«», «*LT\ (a ) *52 XOWC&iZ. 

!-(^MJ7AtB7*h7i K? *x;U) X*-/V 4-0- (2-7 
t h7i K-2-r + * i^-jS-O-yy^ ? h 5 / f;l>) -4-0- 0 -D- 

THF (2 ■)) <b»Ht (I il) (0. 1 nl) *<ZHt#tt (8) 

(50 flf ) ICffiW* (100 ag) *fiDJt, Sl^fttOtTBftTT 
8t»Lfc. CuSOi X5H.0 (100 bb.i1 « 0.2 si) 4>ttj&« 

JD**. 3 0#tt, T L C (n-%7** V :»ttxf/V 1:1, 
Rf 0.28 ) Lfc. «£tt*itaL, CH.Cl.Tft 

f?t, h y *-cft*u «:»u (wo,) , 

am*:. 9se«ti«cHiCi, o n) tzmwLti* z.<»mm*t o 
icknupu tr«j (40 a i ) tsxvm*. h v 7^*dbb 

(20 iiM*«StDLfc. 10#UUTIC tn-'V'T * > : ft tt x 
1 ; 1, Hf 0.13 ) lifc&ttK*** Lfc. Afrt&taifi 
fttt L , BRt h l ) ^ U (SO Bg ) **OBHti*/U : x* / - 
/V : ftS : * 4 : 2 : J : 1 ICfcfWL. P d /C (10 If, 50 a 
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2/3/8/2, BT 0.15 ) IC«fc9*$nfc. JttifiOJ:-5ttC- 
IB?o7h/f7< - IS J: 4 « fit* 80 X<& (9) i^Afc, il 




B. 7 '✓TP -CM,* 'J *»-7**i/U >g)g|B 
2- (p-7 £ y x?/1/ 4-0- (2-7* h T I K-2- 

* ^- fl-D- if 5 9 ht!5; f ;U> -4-0-0-0- if? 9 ^9/ 
M)- r^se^/J/K (10) : 

ioo ■go4t$tt (9) *5ot;tiq'i] 025 %t >*-T\cmm 
s^te* i i*wttit u, ftcci 8 7>5 AicatfticAn, 
p h*<*!j s \zmt* * -e^Tfrt*^*. act;, c©*5i**3o s 

> * ; -/VC*di Cfc, x > b K'J 
9 5 

2- (p-f V-ft'sTi* h 7 xxAO xf-yU 4-0- (2-7* (■ r 
i K-2-f^+ f s-0-V-tf? 9 h fcT9 / f rt<> -4-0-0 -D-# 5 * 
h fcT? / >A"£ -O-^/Pa f 9 ^ V K < i I ) : 
100 »g©{t£tt (10) *10 nl ©70 %*? J -a-kmts 

5 *Tj:t/fc (Done* 1 x2 QHffl) . UC*C* CO^ * 
50 )TT** 0 

2- (p-7«+i"/ Vf*g*7*x^) x*/U 4-0- (2-7 -b h 



8 



50 it ©{fc$& ( 1 1 ) *S nl© DM F **** 

TLC CBtOAc : MeOH : H«Q : HOAc 12 : 3 : 3 : 

LT. C18 ft9^i;J:« ?o^^^7,<-t:iMtfc, 

UNUR £ J; C/PAB/tfSlC J: OWE* to tt?<* 6 2 X 1! * « . 
« (8) ~<t&«ff (12) 0*at£lTi:^t. 




(10) 
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nnm 2 

7 7 o -GM ■ - 7**->'J>CPH« 
A. 7 ^7 o -CM, 

Ci*<"C*. **:»AT*C±feT$S (BloC&rb CheoicAli tt, 
Lund, Sweden) . 

7->7o-C«i (BloCarb CheiictlJ tt. ft 9 u 9"t 65/03 ) *? 



A^*o-*tttt«ANB-N0S (Piercetfc, *#o/|21550 
SrTHPLCJ'U- K© 0IIS01C 300 ag/al © mXVmW t T , ttffl* 
4*T. Pfrffr 4 tT«^t 6. 7* + i/'J> Cf^tt* 
/I A-8523* Ut hi 29F0730 ) $DU50fCi20 m/»I OflftTtt 
fltmr, ANB-NQS-DIISO*J J: 7* + V •> >-DJIS0 *1 : 
I (**/»») ©ifctPTffi&U SfiT 1 sniw > + h 
Lfc (E 2 OIK 1 ) . HftO-f • Vtit, 7 f7 

P -GK.*ANR-N0$-7** f 'J > t 7 VT a -CH.^tt* 12: IT 
a£«6«B**>'9 >7 (C.B.** I R 

£tt»K 7 * + 7 i^7P-CH,6<^flt-ri * (B20IS 

2) . HAJtt^UW30X-50«r**, 

3 

m.ZM^*? 9 - Z%Ht^1Kmm*-h'f* kfclr & y iffy - a 

Ut7^ - 'J *y- A(*. Crunerfc ( Biochenlitry 24:2833- 
2842. I985) J: C/Dibl gren b ( J. Ineunol, Ueth , 44:223-234 
. 13BI) Kl2«t©7jfci*K«Wl>THMLfc, W^Ki*^* £ % 
D»hlgren£lci:9EttSftfcJ;^i:3l/Xf l o-/V/*hX7r*- 
y;l^3'J V/^7^^HSJf (I : l : I , t/kifc) ©ifclpfcffl 
^>T\ Cruner£©;tfftt:t&oTy *f*y-A*ri8itfc. WIS Hi 
»»JIHr7?-tlfl^/:illi77 < > R*< **£ * 4 *© 



HIBHiCJ: »?*5c3ftfc. KM C0) * y « y - AJEffife© 
« fc ft * /: 0 

ffiRt»«SSt (60 Be ^ UXfo-^, Mitrey*; U0 ng *x 

7 r 9* *J toi y SI ami; 80 >gX 7<y^U|l>, SEgai; 4 
5 Bg7^7o-CM,, BloCtrb Chealctli: 45 ii*X7 r f^i 
^ y -/U7 5 SlgM ) *^1BE7 5X3*0100 ■I^DDTh/U 

Q>i>3.1-A,3.~?fi,K.mM Lfz. (Iffl) «Hepei ftffrtt 

(Cftl^fc (W^trf, 72.5 oU CO N*CI, 72.5 »M XC1 ^^C^lOnU H 
epes, pH 7.4*fcCtt«tt*<025 ig/ilfllflto !> f-^it tTX 
^•x. Crescent Chen.&) . *J x f- * jt- 7 1 ♦> ©250 at* 

c©y4iy-A«»i«»ia*#9x*rc»L, sat2o^ 

M 12. 000 RPU C8A-B00d-^-) TfcOLfc* 9 rfty-A^l/y 
KrHepei afftt <-0©ifcfr S50-100 nl) 1?3 @ft*t 

toftfe*?*-. y *y-'x»*»8i*«©trA^x (25 mg/*i) « 



ttftPM 

^ — x (Streptococcic pneuBOolae) g> *f > £ K p »1H 

*'J>ffljt«flt CHIC ) OftfettNatlonal Cobb! tee for Cllnfc 
al Laboratory Standards (VT&ttK X 9 > f - KNCCLS tbJKtt 
M7-T2, VIMaoova, Pa., NCCLS, 1988) (C J: 0 £ # * nfcJt»K 
tt^Trt'X^nfe. 7*+i/'Jv47* + i"J >-7 V7 P-GM. 

ta^fc. 7e+'/'i^isit;7* + i'!l>-7 fT o-CMiOJR 
tt*^/V3-X*$*tt^ by - V-f^PX (DIfco, 

«H*ftC J: -5 KtefcT* f 6*<0.C00l *ig/il*£t/ 

1 Bl©ifc>ifi*at/-ii© 1 6*:Of'a-70 2te#*t* 

rj*nsitt^bfli->/i. :ni«f * -^©*ti-r*uco.5 McPari 

and * 9 > 9 - K*ffll*TS.- A -*-i («1.5 xto* ) «£ 
I OMtt 0.05 n\*tiaA.tZo ^ T - V * 

5 X C0./05 IffifllT? I BI*iaj^>+aK-hL, *©«K£UIC 
&ttL"</V CUBC ) OfcfcCDfcHMC, £*jo<«K 
TUE16 bfttto&f- , -r>*o. 001 SKt-yfila 

ans^u- nc*«u af^tciB^w-ry + i^-KLfc. 
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-GMt©it«tt*** 2 II**. 

admits* (mic ) fc-tc/fttt©*** use ) a,t«fi 
.tc/7**>y >- 7 v7P-CM,©ittt 



*JH yiccu/ii) uscciff/Bi) 



V> 0. 04 0, 04 

7 5^ 9 >- 7 i/7 o-CH,t 0.005 O.O05 
tANB-NOS- 7*+i/ V yt«BlH<OJt* I : l*fflHTHMLfc. 

ttfcflWfclc J:*ltf, 3/<**- • fcfp U (Helicobacter 
priori ) (HPL0) Hfcfc J: rJ««Bt 

7*J Y«f JUifctf* n < o^OPfftti, bHcJt.to*t*HP 
LOtcj: < {Kf;«Jt£q!j©#fc Ufc. C ©Xlttcm v» btiKVA, 
tC*IHT* 3 -4 mb ©ftiftO.5 -10.0 A* ©*****'h 
JS^»fflLA:#if50/<^^V 7«. 2 0 E* 8 E© fe» J: 



4«»&nr^* too, ■e<ote*ufflttii»j«i Ltfe? lt* 

*D KWfc*©Ofl±jp<A^ttlpm«*J:tf/'*fclifcX 
^vh, 7>^J-Xrfl>ft4*i:«*in/:tLTi)«^7r 
*4£U-5::<Lli *>©T**. WJHttK. fc*X-TX* 

ffitS$«Tk>e. tt&tt*©**&4©*«ttffltt* 
iE*tt7n-9*»tt*tf* '<**y 7©»tt©»&^<*< 

fijnr, eaofi*gi>#tti;:.k<£c*» 

A. 7^7 p-CMi - 7-E » 'J VIC * t> a» 

HPLtWH'W ^x-UJaHTfrfc LTUO, 3 ~ 7 k 

g(02E(Dart4tnwaO7/i Y-tf Jklfacaca Uulatta&AALAC 

2ffi©tttt»ii©»ff©flWSrtTS<«©x* yuxinr-yi: 

Art/:. CO 2E©fift1r/Hfc7anf ic**, BK© 

ffl«te^*«aDS#t^llt&it4tt*tt) +tc»*?L*ft«* 
fctt7 m/kg ©7>7o-CM.-7* + ^y > (K*«2iitt-5T 
*t2Lfc{>©> *WttttTlB3Elft*^*CilcJ:<JAUtUfc. 
C©ft&* ZBMO*lalttyi«<, HPLC©#*«lJ&<*6ftfc©M^ 
Hr7* fit Lfc»«*Ttt'X< , fc*4fitf/:»tt© 



*MJ a/<^^- • tfn y (Helicobacter prlorhHP ) $ 

-/VfeJttfPci*- »; ^^UtrxTrx (*tt-e*V7 , 7 , *J;tfI0Bg 
/kg ) **r*/U^fc-r* U iH V--t,**lBi« 3 *cfi£oTW«Ufco 
>f>trhoT?, CftbO'J 4* V-X,(i««ott*«0*tcJtttL 
T7PXTOHP04W* 4 - I 0«tQMLr:. B jRKHPtia&tt 
(HPL0) tc*»Lr;, »r««$*fc6 E07)*ytryKcB8Ur. 
JWWT-CJI t + -ft»OI*b%lE* A^ttf«0^**:*l«>ttt**rT 
ttofco «IC|Jt»«IC y *rt V- Att^fr* 5 Bfflff □&* ut, 
4. 1 7 iaic; B 0 B«tCM«a«kS«-tlOS Lfc. tti*©&# 

HCrr. •en«noi«Mlc«^T, (4 0 0#JSJft7-(ft<i!>¥i*tt 
+ 3 «tP«ftO' ,t --tr >htLTO) BttlRI ffGt/^WfcH. tfp 
y ttIRO7-vH:Sf0T, t hfilftCtt-f « > 9 5 «o«*tw 

*tt^*r*7 *-tr>f iaao«T*o i aiwet 

n, AiK I sGW**t-Jtftt/j:^->/: (0. 85±0. 1 4** 
0 . S 8 ± 0 . 0 9 : NS). 

±EEtt^6, *»WOR(*e5«*»»**«^OfcJ6(CCC 
tcE«LA:*<, #ttl«uactt*<*»WO««ii:l5Hta»t6C t 
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* m x ta * 



Idt.Cl. 9 ASlM7/« t AUK9/I2T 



lat.Cl. I MK 



W.A.t 901 S19 (CMIUXEM'S HOSPITAL CORPORATION) 
22 Frtruiry 19S9 

ill ptot 12, Una 21 - p«ra U, lint 10 

WO.AJ MJ 110 (CENTRAL SLOOO LABORATORIES 
AUTHORITY) 2 Jtifft JWt 
HI pig* 9, Ifnt J - I, I1M I 
!*• M0« », Mat 16 * pjp 9, Tfna 17 
im w It. I tin SO • m 11. Hut 17 

ep.a.o 4o« i:r (EMQELHAAfl CCIKHATIW) 2J 
January 

mi pt ft £, Itni U - Hot J4 

N* fl, lt«* 1 - Hn« *t diltf 1-20 

DC, A, J 711 714 (HM*0 BOEXHER NEDirtMISCHE 
UMUrtKATION BKBH) » Delator un 
ut th* vholi docuMitt 



19-U 



1-J, 

10-11 



HTCH V.B.C. igfcQtf, 



KT/VS 91/01422 



W.M MS 719 (8I0CARB A4> 9 October 1981 

IM thl who It dKUMflt . 

W.A.9 105 771 (lamEIER)! Mr 1991 

M« thl WfW I* dOCUMflt 

£f*lL CM 5 th * RESENTS OF 7Kt UNIVERSITY or 
CALIFORNIA) U SiitMbar 1901 
m* tto wholi doeuMit 

PROCEED INQS OF THE NATIONAL ACADEMY OF 
SCIENCES, USA 

ral. SS, 1HI. WASMMarWD.C.UM 
ptati *1S7 * I1SI; 

ttlVAK ET Al! 'MANY PULHOWUY MWOOSIXC 
BACTERIA filK) SPECIFICALLY TO THE CARBOHYDRATE 
SEQUENCE OAUiACCXOAL FOUKO IN SOKE 
QLYCDUPID1' 

elUd In thi *ppllc4tlon 
. in Um who It dOCUMtt 

CHEMICAL ABSTRACTS, «l."iC4, 
1W, Cslwbui, Ohio, US; 
ibttnct ao. ti2Ue. 

TROVET CT ALi t 0im TAJtCETINQiA IDMO WAY FROM 
COKCIPT TO CLINICAL APPLICATIONS' 
sag* J55 ; coJum X ( 
•m «6»fcr*et • 

CKEMCtAL ABSTRACTS, vol. 201, 
WS4, Col tabus, OM». UJj 
iftltrtci no. 4UZZT, 

TROUET ET AL: 'CEU TAR6ETTHS OF NUKAOUtNE* 

P4fl JIB iUllM t I 

%** abitrist 

CHEMICAL ABSTRACTS, vol. 99, 
IMS, Collate*, 0M». US; 
isttnct M. U47IC, 

K1COU1I ET ALi 'LIPOSOMES AS CARRIERS FOR GENE 
TRANSFER IN VIVO* 
P4gi 114 sciIum { ; 
w Abstract 



1,2,3,1, 
MO-13 
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CHEMICAL ABSTRACTS, vol. 102, 

ISIS, Collate)*. Ohio, USi 

4taitraetno. 19101&A, s 

DAKUPTA ET AL: 'BCCCfTin-HSOtATED UPTAVI OF 

ASIALOGAHSUOSIDE aP0S«EI}SU8CCUUUUt 

DISTRlBUTtON Of THE LIPOSOMAL HMKU IN ISOLATED 

LIVER CCU TYPES' 

ptso 401 ; col mm 2 ; 

iu tbitrtct 



t)S 9105422 
SA USCt 



■ rwL mETTd^bTm 



HO-A-9901119 


tl-02-w 


AU-A- 
EP-A- 
JP-T- 


242(281 
01797 W 
C904191 


09-01-99 
04-07-90 
17-11-90 


HO-A-OOlftlO 


02-ova 


Atf-9- 
AU-A- 
0£-A- 
£P-A.B 
JP-T- 


110104 
8277197 
3774179 
0)31740 
2U110S 


19-09-91 
19-06-99 

09- 12-91 
27-09-99 

10- 09-90 


tr-A-0409517 


21-01-91 


CA-A- 

JP-A- 


2017719 
30BZU1 


I9-0M1 
07-OJ-91 


0I-A-J7U724 


20-10-91 


Kom 






U0-A-Sf0S719 


09-10-99 


AU-A- 
EP-fc- 


U6IZN 

Mimi 


25-10-96 
11-04-47 


t»-A-9109771 


02-09-91 


AU-A- 


UtlTK 


IKV-tl 


EP-A-COUI77 


2J-W-41 


CA-A- 
UJ-A- 


11(3239 
4.999091 


10-04-94 
01-07-96 



% r» mm M* MM I 
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